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* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS " for self-help around the clock 
PCTGEN now available on STN 
TEMA now available on STN 

NTIS now allows simultaneous left and right truncation 
PCTFULL now contains images 

SDI PACKAGE for monthly delivery of multifile SDI results 
PATDPAFULL now available on STN 

Additional information' for trade-named substances without 
structures available in REGISTRY 
Display formats in DGENE enhanced 
MEDLINE Reload 

Polymer searching in REGISTRY enhanced 

CA/CAplus records now contain indexing from 1907 to the 
present 

New current-awareness alert (SDI) frequency in 

WPIDS/WPINDEX/WPIX 

RDISCLOSURE now available on STN 

Pharmacokinetic information and systematic chemical names 
added to PHAR 

MEDLINE file segment of TOXCENTER reloaded 

Supporter information for ENCOMPPAT and ENCOMPLIT updated 

Simultaneous left and right truncation added to WSCA 

RAPRA enhanced with new search field, simultaneous left and 

right truncation 

Simultaneous left and right truncation added to CBNB 
PASCAL enhanced with additional data 
2003 edition of the FSTA Thesaurus is now available 
HSDB has been reloaded 

Data from 1960-1976 added to RDISCLOSURE 
Identification of STN records implemented 
Polymer class term count added to REGISTRY 

INPADOC: Basic index (/BI) enhanced; Simultaneous Left and 
Right Truncation available 

New pricing for EUROPATFULL and PCTFULL effective 
August 1, 2003 

Field Availability (/FA) field enhanced in BEILSTEIN 
PATDPAFULL: one FREE connect hour, per account, in 
September 2003 

PCTGEN: one FREE connect hour, per account, in 
September 2003 

RDISCLOSURE: one FREE connect hour, per account, in 
September 2003 

TEMA: one FREE connect hour, per account, in 
September 2003 

Data available for download as a PDF in RDISCLOSURE 
Simultaneous left and right truncation added to PASCAL 
FROSTI and KOSMET enhanced with Simultaneous Left and Right 
Truncation 



NEWS 38 AUG 18 Simultaneous left and right truncation added to ANABSTR 



NEWS EXPRESS April 4 CURRENT WINDOWS VERSION IS V6.01a, CURRENT 
MACINTOSH VERSION IS V6.0b(ENG) AND V6.0Jb(JP), 
AND CURRENT DISCOVER FILE IS DATED 01 APRIL 2003 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

+ STN Columbus + + + 

FILE 'HOME' ENTERED AT 11:42:30 ON 16 SEP 2003 

=> file reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'REGISTRY' ENTERED AT 11:42:39 ON 16 SEP 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 15 SEP 2003 HIGHEST RN 586329-53-5 
DICTIONARY FILE UPDATES: 15 SEP 2003 HIGHEST RN 586329-53-5 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2003 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http : //www. cas . org/ONLINE/STN/STNOTES/stnotes27 . pdf 

~> s eplerenone 

LI 1 EPLERENONE 

=> d 11 

LI ANSWER 1 OF 1 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 107724-20-9 REGISTRY 

CN Pregn-4-ene-7, 21-dicarboxylic acid, 9, ll-epoxy-17-hydroxy-3-oxo-, 

.gamma. -lactone, methyl ester, (7 . alpha ., 11 . alpha ., 17 . alpha .) - (9CI) (CA 
INDEX NAME) 



OTHER CA INDEX NAMES: 

CN Spiro[9, ll-epoxy-9H-cyclopenta [a] phenanthrene-17 (2H) ,2* (3 ! H)-furan] , 

pregn-4-ene-7 , 21-dicarboxylic acid deriv. 
OTHER NAMES: 
CN CGP 30083 
CN Eplerenone 
CN SC 66110 
FS STEREOSEARCH 
MF C24 H30 06 
CI COM 
SR CA 

LC STN Files: ADISINSIGHT, ADISNEWS, ANABSTR, BIOSIS, BIOTECHNO, CA, 
CAPLUS, CAS REACT, CIN, DDFU, DIOGENES, DRUGNL, DRUG PAT, DRUGU, 
DRUGUPDATES, EMBASE, IPA, MEDLINE, PHAR, PROMT, SYNTHLINE, TOXCENTER, 
USAN, USPAT2, USPATFULL 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

82 REFERENCES IN FILE CA (1937 TO DATE) 

4 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
85 REFERENCES IN FILE CAPLUS (1937 TO DATE) 



TOTAL 
SESSION 
6.51 

FILE 'CAPLUS' ENTERED AT 11:43:07 ON 16 SEP 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 



=> file caplus 

COST IN U.S. DOLLARS SINCE FILE 

ENTRY 

FULL ESTIMATED COST 6.30 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 



of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 16 Sep 2003 VOL 139 ISS 12 
FILE LAST UPDATED: 15 Sep 2003 ( 20030915/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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=> d 16 and captopril 

•AND' IS NOT A VALID FORMAT FOR FILE ' CAPLUS 1 
'CAPTOPRIL' IS NOT A VALID FORMAT FOR FILE 'CAPLUS' 

The following are valid formats: 



ABS 
ALL 
APPS 



GI and AB 

BIB, AB, IND, RE 

AI, PRAI 



BIB AN, plus Bibliographic Data and PI table (default) 

CAN List of CA abstract numbers without answer numbers 

CBIB AN, plus Compressed Bibliographic Data 

DALL ALL, delimited (end of each field identified) 

DMAX MAX, delimited for post-processing 

FAM AN, PI and PRAI in table, plus Patent Family data 

FBIB AN, BIB, plus Patent FAM 

IND Indexing data 

IPC International Patent Classifications 

MAX ALL, plus Patent FAM, RE 

PATS PI, SO 

SAM CC, SX, TI, ST, IT 

SCAN CC, SX, TI, ST, IT (random display, no answer numbers; 

SCAN must be entered on the same line as the DISPLAY, 

e.g., D SCAN or DISPLAY SCAN) 
STD BIB, IPC, and NCL 

IABS ABS, indented with text labels 

IALL ALL, indented with text labels 

IBIB BIB, indented with text labels 

IMAX MAX, indented with text labels 

ISTD STD, indented with text labels 

OBIB AN, plus Bibliographic Data (original) 

OIBIB OBIB, indented with text labels 

SBIB BIB, no citations 

SIBIB IBIB, no citations 

HIT Fields containing hit terms 

HITIND IC, ICA, ICI, NCL, CC and index field (ST and IT) 

containing hit terms 
HITRN HIT RN and its text modification 

HITSTR HIT RN, its text modification, its CA index name, and 

its structure diagram 
HITSEQ HIT RN, its text modification, its CA index name, its 

structure diagram, plus NTE and SEQ fields 
FHITSTR First HIT RN, its text modification, its CA index name, and 

its structure diagram 
FHITSEQ First HIT RN, its text modification, its CA index name, its 

structure diagram, plus NTE and SEQ fields 
KWIC Hit term plus 20 words on either side 

OCC Number of occurrence of hit term and field in which it occurs 



To display a particular field or fields, enter the display field 
codes. For a list of the display field codes, enter HELP DFIELDS at 
an arrow prompt (=>) . Examples of formats include: TI; TI,AU; BIB, ST; 
TI,IND; TI,SO. You may specify the format fields in any order and the 
information will be displayed in the same order as the format 
specification. 

All of the formats (except for SAM, SCAN, HIT, HITIND, HITRN, HITSTR, 
FHITSTR, HITSEQ, FHITSEQ, KWIC, and OCC) may be used with DISPLAY ACC 
to view a specified Accession Number. 
ENTER DISPLAY FORMAT (BIB):bib 

L6 ANSWER 1 OF 41 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 2003:678514 CAPLUS 

TI Methods of treating or preventing a cardiovascular condition using a 

cyclooxygenase-1 inhibitor 
IN Krul, Elaine S. 
PA USA 



SO U.S. Pat. Appl. 

CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



Publ. , 32 pp. 



KIND DATE 



PI US 2003162824 Al 20030828 
PRAI US 2001-331346P P 20011112 
US 2001-338291P P 20011113 



APPLICATION NO. DATE 



US 2002-292255 20021112 



=> d his 



(FILE ' HOME 1 ENTERED AT 

FILE 'REGISTRY' ENTERED 
Ll IS EPLERENONE 



11:42:30 ON 16 SEP 2003) 
AT 11:42:39 ON 16 SEP 2003 



FILE 'CAPLUS' ENTERED AT 11:43:07 ON 16 SEP 2003 
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=> s e3 

L7 6439 CAPTOPRIL/BI 

=> s 16 and 17 

L8 5 L6 AND L7 



=> d 18 1-5 



L8 ANSWER 1 OF 5 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 2003:678514 CAPLUS 

TI Methods of treating or preventing a cardiovascular condition using a 

cyclooxygenase-1 inhibitor 
IN Krul, Elaine S. 
PA USA 

SO U.S. Pat. Appl. Publ., 32 pp. 

CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI US 2003162824 Al 20030828 US 2002-292255 20021112 

PRAI US 2001-331346P P 20011112 
US 2001-338291P P 20011113 



L8 ANSWER 2 OF 5 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 2003:319257 CAPLUS 
DN 138:343856 

TI Buccal sprays or capsules containing cardiovascular or renal drugs 
IN Dugger, Harry A. 
PA USA 

SO U.S. Pat. Appl. Publ., 15 pp., Cont . -in-part of U.S. Ser. No. 537,118. 

CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 8 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI US 2003077229 Al 20030424 



WO 


9916417 




Al 


19990408 
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FI, 


RO 




EP 
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Al 




20000920 






R: 
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BE, 


CH, 


DE, 
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FR, 






IE, 


SI, 
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WO 


1997- 


-US17899 


A2 




19971001 




US 


2000- 
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A2 




20000329 




EP 


1997- 
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A3 




19971001 





US 2002-230075 20020829 
WO 1997-US17899 19971001 

BG, BR, BY, CA, CH, CN, CU, CZ, DE, 

HU, IL, IS, JP, KE, KG, KP, KR, KZ, 

MD, MG, MK, MN, MW, MX, NO, NZ , PL, 

SK, SL, TJ, TM, TR, TT, UA, UG, US, 
KG, KZ, MD, RU, TJ, TM 

ZW, AT, BE, CH, DE, DK, ES, FI, FR, 

PT, SE, BF, BJ, CF, CG, CI, CM, GA, 

EP 2000-109347 19971001 
GB, GR, IT, LI, LU, NL, SE, MC, PT, 

EP 2000-109357 19971001 
GB, GR, IT, LI, LU, NL, SE, MC, PT, 



L8 ANSWER 3 OF 5 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 2002:755214 CAPLUS 
DN 137:263024 

TI Preparation of N-isoxazolyl biphenylsulf onamides and related compounds as 

dual angiotensin II and endothelin receptor antagonists. 
IN Murugesan, Natesan; Tellew, John E.; Macor, Jhon E.; Gu, Zhengxiang 
PA USA 

SO U.S. Pat. Appl. Publ., 206 pp., Cont . -in-part of U.S. Ser. No. 643,640, 

abandoned. 

CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 3 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI 


US 


2002143024 


Al 


20021003 


PRAI 


US 


1998-91847P 
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US 2000-737201 20001214 



L8 ANSWER 4 OF 5 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 2000:628026 CAPLUS 
DN 133:227793 

TI Combination therapy of angiotensin converting enzyme inhibitor and 

epoxy-steroidal aldosterone antagonist for treatment of cardiovascular 
disease 

IN Alexander, John C; Roniker, Barbara; Desai, Subhash 
PA G.D. Searle & Co., USA 
SO PCT Int. Appl., 212 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 2 

PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



PI 



WO 


2000051642 


Al 


20000908 




WO 2000-US5633 


20000303 








W: 


AE, 


AL, 
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AT, 
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KG, 


KP, 
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TM 




















RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 
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TD, 


TG 










EP 
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Al 


20020102 




EE 


> 2000-912174 


20000303 








R: 


AT, 
IE, 


BE, 
SI, 


CH, 
LT, 


DE, 
LV, 


DK, 
FI, 
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RO 


FR, 
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GR, 
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JP 
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T2 
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JE 
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20000303 







PRAI US 1999-122977P P 19990305 
WO 2000-US5633 W 20000303 
RE.CNT 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L8 ANSWER 5 OF 5 CAPLUS COPYRIGHT 2003 ACS on STN 
AN 2000:335231 CAPLUS 
DN 132:352793 

TI Combination therapy of angiotensin converting enzyme inhibitor and 

aldosterone antagonist for reducing morbidity and mortality from 

cardiovascular disease 
IN Perez, Alfonso T.; Lachapelle, Richard J.; Roniker, Barbara; Asner, Debra 

J. ; Alexander, John C. 
PA G.D. Searle & Co., USA 
SO PCT Int. Appl., 86 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 2 

PATENT NO. KIND DATE 



APPLICATION NO. 



DATE 



PI WO 2000027380 A2 20000518 WO 1999-US26206 19991105 

WO 2000027380 A3 20000824 

W: AE, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CR, CU, 

CZ, DE, DK, DM, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, 

IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, r 

MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, 

SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZW, AM, AZ, 

BY, KG, KZ, MD, RU, TJ, TM 

RW: GH, GM, KE, LS, MW, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, DE, 

DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, CF, 



CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
BR 9915134 A 20010807 BR 1999-15134 19991105 

EP 1126880 A2 20010829 EP 1999-960221 19991105 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
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20020215 
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US 
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19990305 










US 
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A3 ■ 


19991105 










WO 


1999-US26206 
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19991105 











=> d his 

(FILE 1 HOME 1 ENTERED AT 11:42:30 ON 16 SEP 2003) 

FILE 'REGISTRY 1 ENTERED AT 11:42:39 ON 16 SEP 2003 
LI IS EPLERENONE 

FILE 'CAPLUS* ENTERED AT 11:43:07 ON 16 SEP 2003 
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MARPAT 12 6:152 803 

A combination therapy comprising a therapeutically-ef f ective amt. of an 
epoxy-steroidal aldosterone receptor antagonist and a therapeutically- 
ef f ective amt. of an angiotensin II receptor antagonist is described for 
treatment of circulatory disorders, including cardiovascular disorders, 
e.g. hypertension and congestive heart failure. 

Preferred angiotensin II receptor antagonists are those compds . having 
high potency and bioavailability and which are characterized in having an 
imidazole or triazole moiety attached to a biphenylmethyl or 
pyridinyl/phenylmethyl moiety. Preferred epoxy-steroidal aldosterone 
receptor antagonists are 20-spiroxane steroidal compds. characterized by 



the presence of 9 . alpha 11 . alpha . -substituted epoxy moiety. A preferred 
combination therapy includes the angiotensin II receptor antagonist 
5- [2- [5- [ (3, 5-dibutyl-lH-l, 2, 4-triazol-l-yl) methyl] -2-pyridinyl] phenyl] -1H- 
tetrazole and the aldosterone receptor antagonist epoxymexrenone . 
ST angiotensin II antagonist combination cardiovascular disorder; 

epoxysteroid aldosterone antagonist combination cardiovascular disorder; 
hypertension congestive heart failure therapeutic 
combination; cardiovascular disorder therapeutic combination; 
epoxymexrenone ATII antagonist combination cardiovascular disorder 
IT Angiotensin receptor antagonists 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 

(angiotensin II; epoxy-steroidal aldosterone antagonist and angiotensin 
II antagonist combination therapy for treatment of cardiovascular 
disorders, including congestive heart failure) 
IT Antihypertensives 

Cardiovascular agents 
Drug delivery systems 

(epoxy-steroidal aldosterone antagonist and angiotensin II antagonist 
combination therapy for treatment of cardiovascular disorders, 
including congestive heart failure) 
IT Mineralocorticoid receptors 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; BIOL 
(Biological study); PROC (Process) 

(epoxy-steroidal aldosterone antagonist and angiotensin II antagonist 
combination therapy for treatment of cardiovascular disorders, 
including congestive heart failure) 
IT Steroids, biological studies 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use) ; 
BIOL (Biological study); PROC (Process); USES (Uses) 

(epoxy; epoxy-steroidal aldosterone antagonist and angiotensin II 
antagonist combination therapy for treatment of cardiovascular 
disorders, including congestive heart failure) 
IT Heart, disease 

(failure; epoxy-steroidal aldosterone antagonist and 
angiotensin II antagonist combination therapy for treatment of 
cardiovascular disorders, including congestive heart 
failure) 
IT 141871-61-6, A 81282 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use) ; 
BIOL (Biological study); PROC (Process); USES (Uses) 

(A 81282; epoxy-steroidal aldosterone antagonist and angiotensin II 
antagonist combination therapy for treatment of cardiovascular 
disorders, including congestive heart failure) 
IT 122088-76-0, CGP 38560A 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use) ; 
BIOL (Biological study); PROC (Process); USES (Uses) 

(CGP 38560A; epoxy-steroidal aldosterone antagonist and angiotensin II 
antagonist combination therapy for treatment of cardiovascular 
disorders, including congestive heart failure) 
IT 135689-23-5, CGP 48369 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use) ; 
BIOL (Biological study); PROC (Process); USES (Uses) 

(CGP 48369; epoxy-steroidal aldosterone antagonist and angiotensin II 
antagonist combination therapy for treatment of cardiovascular 
disorders, including congestive heart failure) 
IT 114798-36-6, DuP 167 



RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use); 
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antagonist combination therapy for treatment of cardiovascular 
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(ICI-D 6888; epoxy-steroidal aldosterone antagonist and angiotensin II 
antagonist combination therapy for treatment of cardiovascular 
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(WAY 126227; epoxy-steroidal aldosterone antagonist and angiotensin II 
antagonist combination therapy for treatment of cardiovascular 
disorders, including congestive heart failure) 
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142410-89-7 142999-90-4, BMS-180560 143494-72-8, 
143573-50-6 143573-55-1 
144062-54-4 144 062-55-5 
144062-59-9 144062-60-2 
144873-19-8 144873-21-2 

L-161177 145040-37-5, Candesartan cilexetil 
145062-14-2 145160-47-0 145160-4 8-1 
145160-52-7 
145160-57-2 
145160-62-9 
145160-67-4 
145160-72-1 
145160-77-6 
145160-82-3 
145160-87-8 



145004-82-6, 
145062-04-0 
145160-50-5 
145160-55-0 
145160-60-7 
145160-65-2 
145160-70-9 
145160-75-4 
145160-80-1 
145160-85-6 



145160-51-6 
145160-56-1 
145160-61-8 
145160-66-3 
145160-71-0 
145160-76-5 
145160-81-2 
145160-86-7 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
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AB A review, with 53 refs. Activation of the renin-angiotensin-aldosterone 
system (RAAS) is a prominent feature of left ventricular dysfunction and 
plays an important role in the progression of chronic heart 
failure. Clin, and animal studies investigating agents that 
interrupt this hormonal system have focused primarily on the proximal 
constituents of the RAAS, namely angiotensin converting enzyme inhibitors 
and angiotensin II receptor antagonists, and have largely neglected the 
possible pathol. consequences of another hormone in the system, 
aldosterone. Clin, evidence indicates that aldosterone plays an important 
role in chronic heart failure, even when other RAAS 

inhibiting agents are employed. Moreover, animal studies have indicated 
that aldosterone, in addn. to important renal effects, has direct cardiac 
and vascular effects. These data suggest that an anti-aldosterone 
therapeutic may provide important protection in chronic heart 
failure. Currently, only one therapeutic is available, 
spironolactone (Aldactone) , and recent clin. studies support the 
contention that the addn. of spironolactone to std. heart 
failure therapy provides addnl . benefit. A highly selective 
aldosterone receptor antagonist, eplerenone, is currently in clin. 
development. Data from this new agent should provide important evidence 
supporting the benefit of anti-aldosterone therapy in chronic 
heart failure, which may encourage physicians to include 
an anti-aldosterone agent in the armamentarium of therapeutics currently 
used to combat chronic heart failure. 
ST review spironolactone eplerenone aldosterone heart 
failure 
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AB A combination therapy comprising a thexapeutically-eff ective amt. of an 
epoxy-steroidal aldosterone receptor antagonist and a therapeutically- 
eff ective amt. of an angiotensin II receptor antagonist is described for 
v treatment of circulatory disorders, including cardiovascular disorders, 

^e.g. hypertension and congestive heart failure- 

Preferred angiotensin II receptor antagonists are those compds . having 
high potency and bioavailability and which are characterized in having an 
imidazole or triazole moiety attached to a biphenylmethyl or 
pyridinyl/phenylmethyl moiety. Preferred epoxy-steroidal aldosterone 
receptor antagonists are 20-spiroxane steroidal compds. characterized by 
the presence of 9 . alpha ., 11 . alpha . -substituted epoxy moiety. A preferred 
combination therapy includes the angiotensin II receptor antagonist 
5- [2- [5- [ (3, 5-dibutyl-lH-l, 2, 4-triazol-l-yl) methyl] -2-pyridinyl] phenyl] -1H- 
tetrazole and the aldosterone receptor antagonist epoxymexrenone . 

ST angiotensin II antagonist combination cardiovascular disorder; 

epoxysteroid aldosterone antagonist combination cardiovascular disorder; 



hypertension congestive heart failure therapeutic 

combination; cardiovascular disorder therapeutic combination; 

epoxymexrenone ATII antagonist combination cardiovascular disorder 
IT Angiotensin receptor antagonists 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 

process); BSU (Biological study, unclassified); THU (Therapeutic use); 

BIOL (Biological study); PROC (Process); USES (Uses) 

(angiotensin II; epoxy-steroidal aldosterone antagonist and angiotensin 
II antagonist combination therapy for treatment of cardiovascular 
disorders, including congestive heart failure) 
IT Antihypertensives 

Cardiovascular agents 

Drug delivery systems 

(epoxy-steroidal aldosterone antagonist and angiotensin II antagonist 
combination therapy for treatment of cardiovascular disorders, 
including congestive heart failure) 
IT Mineralocorticoid receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 

(Biological study); PROC (Process) 

(epoxy-steroidal aldosterone antagonist and angiotensin II antagonist 
combination therapy for treatment of cardiovascular disorders, 
including congestive heart failure) 
IT Steroids, biological studies 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 

process); BSU (Biological study, unclassified); THU (Therapeutic use); 

BIOL (Biological study); PROC (Process); USES (Uses). 

(epoxy; epoxy-steroidal aldosterone antagonist and angiotensin II 
antagonist combination therapy for treatment of cardiovascular 
disorders, including congestive heart failure) 
IT Heart, disease 
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angiotensin II antagonist combination therapy for treatment of 
cardiovascular disorders, including congestive heart 
failure) 
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(A 81282; epoxy-steroidal aldosterone antagonist and angiotensin II 
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RL: BAC {Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use) ; 
BIOL (Biological study); PROC (Process); USES (Uses) 
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TI Atrial natriuretic peptide levels in congestive heart 

failure in man before and during converting enzyme inhibition 
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CS Dep. Cardiol., Princess Margaret Hosp., Christchurch, N. Z. 
SO Clinical and Experimental Pharmacology and Physiology (1989), 16(5), 
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Section cross-reference (s ) : 14 
AB To det. the response of plasma atrial natriuretic peptide (ANP) to 
treatment with an angiotensin-converting enzyme (ACE) inhibitor in 
heart failure, patients were studied before and after 
the addn. of the ACE inhibitor ramipril to maintenance digoxin 
and diuretic treatment. Baseline arterial ANP levels were raised, but 
fell during ramipril treatment in parallel with changes in both 
hemodynamic recordings (arterial pressure, pulmonary artery diastolic 
pressure, and right atrial pressure) and hormone levels (angiotensin II 
and aldosterone) . Coronary sinus ANP was greater than concomitant 
arterial levels, and the coronary sinus ANP secretion rate was calcd. to 
be in the range 15-119 pmol/min. Thus, an improvement in hemodynamic 
function during ACE inhibitor treatment is assocd. with a decline in 
elevated ANP levels, supporting the concept that atrial stretch or 
pressure regulates the secretion of atrial peptides in man. 
ST atriopeptin secretion heart; angiotensin converting enzyme 

heart atriopeptin 
IT Blood pressure 

(angiotensin-converting enzyme inhibition effect on, in heart 
failure in human) 
IT Blood plasma 

(atriopeptin of, in heart failure in human, 
angiotensin-converting enzyme inhibition effect on) 
IT Heart, disease or disorder 

(failure, atriopeptin of blood plasma in, of human, 
angiotensin-converting enzyme inhibition effect on) 
IT 9015-82-1, Angiotensin-converting enzyme 
RL: BIOL (Biological study) 

(inhibition of, atriopeptin of blood plasma response to, in 
heart failure in human) 
IT 52-39-1, Aldosterone 9015-94-5, Renin, biological studies 11128-99-7, 
Angiotensin II 85637-73-6, Atrial natriuretic peptide 
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AB A review, with 113 refs., on the pharmacol. of ramipril as an 

angiotensin-converting enzyme inhibitor and of the therapy of hypertension 
and congestive heart failure with ramipril. 
ST review ramipril pharmacol cardiovascular disorder 
IT Hypertension 

(therapy of, with ramipril, in humans and lab. animals) 
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, on development of renal hypertension in rats 
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AB Female rats (230-260 g) made hypertensive by bilateral renal encapsulation 
with latex envelopes were divided into 3 equal groups. Two groups were 
administered the angiotensin-converting enzyme inhibitor captopril 
(SQ 14,225) (I) [62571-86-2] in drinking water at a concn. sufficient to 
yield a dose of 25 and 50 mg/kg/day, resp. The 3rd group was untreated. 
A 4th group served as a normotensive control group. Systolic blood 
pressures and body wts . were measured weekly during a 4-wk control and an 
8-wk exptl. period. Both doses prevented the elevation of blood pressure 
to the level of the untreated hypertensive controls. Blood pressure of 
the group receiving the higher dose of I was within the range of that of 
the normotensive control group by the end of the expt. while that of the 
group receiving the lower dose was between the blood pressures of 
untreated hypotensive and normotensive controls. Renal encapsulation 
resulted in failure of the rats to grow normally. 

Administration of I at either dose had no addnl . effect on body wt . To 
test whether inhibition of the angiotensin-converting enzyme occurred at 
the doses of I used, angiotensin I (200 .mu.g/kg, s.c.) and bradykinin 
(200 .mu.g/kg, s.c.) were administered sep. and their effects on water 
intakes of control and I-treated groups tested. I inhibited the drinking 
response to angiotensin I while increasing it in response to bradykinin. 
The pressor response following i.v. administration of 1.25 .mu.g 
angiotensin I/kg to anesthetized rats was also studied. The groups 
treated with I had a significantly reduced response to angiotensin I 
compared with those of either normotensive groups. Apparently, inhibition 
of the angiotensin-converting enzyme occurred at both doses of I with the 
higher dose inducing a somewhat greater inhibition. At autopsy, 
heart wt. of the group receiving the higher dose of I was 
significantly less than that of the untreated hypertensive group, but 
significantly greater than that of the normotensive group. Apparently, I 
at the doses used, provided significant protection against elevation of 
blood pressure in renal hypertensive rats. 

ST captopril renal hypertension; angiotensin converting enzyme 
inhibitor hypertension 

IT 62571-86-2 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
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AB A review, with 7 8 ref s . , discussing captopril [62571-86-2] 

therapeutics in clin. hypertension and heart failure. 
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TI Captopril in the treatment of clinical hypertension and cardiac 
failure 

AU Atkinson, A. B.; Robertson, J. I. S. 
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SO Lancet (1979), 2(8147), 836-9 

CODEN: LANCAO; ISSN: 0023-7507 
DT Journal; General Review 
LA English 

CC 1-0 (Pharmacodynamics) 

AB A review, with 78 refs., discussing captopril [62571-86-2] 

therapeutics in clin. hypertension and heart failure. 
ST captopril hypertension heart failure review 
IT Hypertension 

(captopril effect on) 
IT Heart, disease or disorder 

(failure, captopril effect on) 
IT 62571-86-2 

RL: BIOL (Biological study) 

(hypertension and heart failure treatment with) 
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TI Atrial natriuretic peptide levels in congestive heart 

failure in man before and during converting enzyme inhibition 

AU Crozier, Ian G. ; Nicholls, M. Gary; Ikram, Hamid; Espiner, Eric A. ; 
Yandle, Tim G. 

CS Dep. Cardiol., Princess Margaret Hosp., Christchurch, N. Z. 
SO Clinical and Experimental Pharmacology and Physiology (1989), 16(5), 
417-24 
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DT Journal 
LA English 

CC 2-10 (Mammalian Hormones) 

Section cross-reference ( s ) : 14 
AB To det. the response of plasma atrial natriuretic peptide (ANP) to 
treatment with an angiotensin-converting enzyme (ACE) inhibitor in 
heart failure, patients were studied before and after 
the addn. of the ACE inhibitor ramipril to maintenance digoxin 
and diuretic treatment. Baseline arterial ANP levels were raised, but 
fell during ramipril treatment in parallel with changes in both 
hemodynamic recordings (arterial pressure, pulmonary artery diastolic 
pressure, and right atrial pressure) and hormone levels (angiotensin II 
and aldosterone) . Coronary sinus ANP was greater than concomitant 
arterial levels, and the coronary sinus ANP secretion rate was calcd. to 
be in the range 15-119 pmol/min. Thus, an improvement in hemodynamic 
function during ACE inhibitor treatment is assocd. with a decline in 
elevated ANP levels, supporting the concept that atrial stretch or 
pressure regulates the secretion of atrial peptides in man. 
ST atriopeptin secretion heart; angiotensin converting enzyme 

heart atriopeptin 
IT Blood pressure 

(angiotensin-converting enzyme inhibition effect on, in heart 
failure in human) 
IT Blood plasma 

(atriopeptin of, in heart failure in human, 
angiotensin-converting enzyme inhibition effect on) 
IT Heart, disease or disorder 

(failure, atriopeptin of blood plasma in, of human, 
angiotensin-converting enzyme inhibition effect on) 
IT 9015-82-1, Angiotensin-converting enzyme 
RL: BIOL (Biological study) 

(inhibition of, atriopeptin of blood plasma response to, in 
heart failure in human) 
IT 52-39-1, Aldosterone 9015-94-5, Renin, biological studies 11128-99-7, 
Angiotensin II 85637-73-6, Atrial natriuretic peptide 
RL: BIOL (Biological study) 

(of blood plasma, in heart failure in human, 
angiotensin converting enzyme inhibition effect on) 
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TI Effect of the angiotensin-converting enzyme inhibitor, captopril 

, on development of renal hypertension in rats 
AU Fregly, Melvin J.; Lockley, Ora E-; Simpson, Charles E. 
CS Dep. Physiol., Coll. Med., Gainesville, FL, 32610, USA 
SO Pharmacology (1981), 22(5), 277-85 

CODEN: PHMGBN; ISSN: 0031-7012 
DT Journal 
LA English 

CC 1-5 (Pharmacodynamics) 
GI 



H Me 




C0 2 H j 



AB Female rats (230-260 g) made hypertensive by bilateral renal encapsulation 
with latex envelopes were divided into 3 equal groups. Two groups were 
administered the angiotensin-converting enzyme inhibitor captopril 
(SQ 14,225) (I) [62571-86-2] in drinking water at a concn. sufficient to 
yield a dose of 25 and 50 mg/kg/day, resp. The 3rd group was untreated. 
A 4th group served as a normotensive control group. Systolic blood 
pressures and body wts . were measured weekly during a 4-wk control and an 
8-wk exptl. period. Both doses prevented the elevation of blood pressure 
to the level of the untreated hypertensive controls. Blood pressure of 
the group receiving the higher dose of I was within the range of that of 
the normotensive control group by the end of the expt . while that of the 
group receiving the lower dose was between the blood pressures of 
untreated hypotensive and normotensive controls. Renal encapsulation 
resulted in failure of the rats to grow normally. 

Administration of I at either dose had no addnl . effect on body wt . To 
test whether inhibition of the angiotensin-converting enzyme occurred at 
the doses of I used, angiotensin I (200 .mu.g/kg, s.c.) and bradykinin 
(200 .mu.g/kg, s.c.) were administered sep. and their effects on water 
intakes of control and I-treated groups tested. I inhibited the drinking 
response to angiotensin I while increasing it in response to bradykinin. 
The pressor response following i.v. administration of 1.25 .mu.g 
angiotensin I/kg to anesthetized rats was also studied. The groups 
treated with I had a significantly reduced response to angiotensin I 
compared with those of either normotensive groups. Apparently, inhibition 
of the angiotensin-converting enzyme occurred at both doses of I with the 
higher dose inducing a somewhat greater inhibition. At autopsy, 
heart wt . of the group receiving the higher dose of I was 
significantly less than that of the untreated hypertensive group, but 
significantly greater than that of the normotensive group. Apparently, I 
at the doses used, provided significant protection against elevation of 
blood pressure in renal hypertensive rats. 

ST captopril renal hypertension; angiotensin converting enzyme 
inhibitor hypertension 
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TI Captopril in the treatment of clinical hypertension and cardiac 
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AB A review, with 78 refs., discussing captopril [62571-86-2] 
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acute hemodynamic effects and long-term treatment 
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DT Journal 
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CC 1-6 (Pharmacodynamics) 

AB Following increasing doses of captopril (I) [62571-86-2], (1, 

2.5, 6.25, 12.5, and 25 mg, orally at 2-h intervals) to patients with 
chronic heart failure, graded hemodynamic improvement 

(increased stroke-vol. index and reduced mean pulmonary wedge pressure) 
was obsd. from 1 h and was closely assocd. with redn. of blood pressure. 
Max. hemodynamic improvement for the group was seen at 6 and 7 h after 
6.25- and 12.5- mg doses, when stroke-vol. index had risen 35% and mean 
pulmonary capillary wedge pressure had fallen 40% from control. I 
(12.5-50 mg every 8 h) was continued long term, and, after 3 mo generally 
led to improvements in symptoms, treadmill exercise duration, and 
echocardiog. indexes of left ventricular size and function. Repeat 
hemodynamic measurements were similar to optimum measurements obtained 
during the initial study. 



ST heart failure captopril hemodynamic 
IT Heart, disease or disorder 

(failure, captopril treatment of, hemodynamic 

effects of) 
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TI Effect of the angiotensin-converting enzyme inhibitor, captopril 

, on development of renal hypertension in rats 
AU Fregly, Melvin J.; Lockley, Ora E . ; Simpson, Charles E. 
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SO Pharmacology (1981), 22(5), 277-85 
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DT Journal 
LA English 
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GI 



AB Female rats (230-260 g) made hypertensive by bilateral renal encapsulation 
with latex envelopes were divided into 3 equal groups. Two groups were 
administered the angiotensin-converting enzyme inhibitor captopril 
(SQ 14,225) (I) [62571-86-2] in drinking water at a concn. sufficient to 
yield a dose of 25 and 50 mg/kg/day, resp. The 3rd group was untreated. 
A 4th group served as a normotensive control group. Systolic blood 
pressures and body wts . were measured weekly during a 4-wk control and an 
8-wk exptl. period. Both doses prevented the elevation of blood pressure 
to the level of the untreated hypertensive controls. Blood pressure of 
the group receiving the higher dose of I was within the range of that of 
the normotensive control group by the end of the expt . while that of the 
group receiving the lower dose was between the blood pressures of 
untreated hypotensive and normotensive controls. Renal encapsulation 
resulted in failure of the rats to grow normally. 

Administration of I at either dose had no addnl . effect on body wt . To 
test whether inhibition of the angiotensin-converting enzyme occurred at 
the doses of I used, angiotensin I (200 .mu.g/kg, s.c.) and bradykinin 
(200 .mu.g/kg, s.c.) were administered sep. and their effects on water 
intakes of control and I-treated groups tested. I inhibited the drinking 
response to angiotensin I while increasing it in response to bradykinin. 
The pressor response following i.v. administration of 1.25 .mu.g 
angiotensin I/kg to anesthetized rats was also studied. The groups 
treated with I had a significantly reduced response to angiotensin I 
compared with those of either normotensive groups. Apparently, inhibition 
of the angiotensin-converting enzyme occurred at both doses of I with the 
higher dose inducing a somewhat greater inhibition. At autopsy, 
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heart wt. of the group receiving the higher dose of I was 
significantly less than that of the untreated hypertensive group, but 
significantly greater than that of the normotensive group. Apparently, I 
at the doses used, provided significant protection against elevation of 
blood pressure in renal hypertensive rats. 

ST captopril renal hypertension; angiotensin converting enzyme 
inhibitor hypertension 
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(HOE 498) in anesthetized dogs with acute ischemic left ventricular 
failure 

AU Schoelkens, B. A.; Martorana, P. A.; Goebel, H.; Gehring, D. 
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AB Ramipril [87333-19-5] was administered during acute ischemic 
left ventricular failure induced by repeated injections of 
plastic microspheres into the left main coronary artery of 
pentobarbital-anesthetized dogs. Repeated embolizations produced stable 
left ventricular (LV) pump failure characterized by LV 
enddiastolic pressure of 22 mmHg, redns . in LV dp/dt max and cardiac 
output. Blood pressure and heart rate were not changed while 
total peripheral resistance increased. After a stabilization period, 
ramipril was administered in 2 doses at 30 or 100 .mu.g/kg as an 
i.v. bolus followed by continuous infusion of 3 or 10 .mu.g/kg/min for 150 
min. Ramipril in the lower dose decreased LV end-diastolic 
pressure by 8 mmHg, mean pulmonary artery pressure by 4 mmHg, systemic 
blood pressure by 40 mmHg and total peripheral resistance by 1280 dyn 
.times, sec .times, cm-5. LV dp/dt max, heart rate and cardiac 
output remained unchanged during ramipril administration. More 
pronounced effects were obtained with the higher dose. The improvements 
of hemodynamics produced by ramipril during acute ischemic left 
ventricular failure in anesthetized dogs are best explained by a 
redn. in both preload and afterload. 

ST ramipril heart failure; heart 

failure converting enzyme inhibitor 

IT Heart, disease or disorder 

(failure, treatment of, with converting enzyme inhibitor 
ramipril ) 
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TI Atrial natriuretic peptide levels in congestive heart 

failure in man before and during converting enzyme inhibition 
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417-24 
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DT Journal 
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CC 2-10 (Mammalian Hormones) 

Section cross-reference (s ) : 14 
AB To det. the response of plasma atrial natriuretic peptide (ANP) to 
treatment with an angiotensin-converting enzyme (ACE) inhibitor in 
heart failure, patients were studied before and after 
the addn. of the ACE inhibitor ramipril to maintenance digoxin 
and diuretic treatment. Baseline arterial ANP levels were raised, but 
fell during ramipril treatment in parallel with changes in both 
hemodynamic recordings (arterial pressure, pulmonary artery diastolic 
pressure, and right atrial pressure) and hormone levels (angiotensin II 
and aldosterone) . Coronary sinus ANP was greater than concomitant 
arterial levels, and the coronary sinus ANP secretion rate was calcd. to 
be in the range 15-119 pmol/min. Thus, an improvement in hemodynamic 
function during ACE inhibitor treatment is assocd. with a decline in 
elevated ANP levels, supporting the concept that atrial stretch or 
pressure regulates the secretion of atrial peptides in man. 
ST atriopeptin secretion heart; angiotensin converting enzyme 
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(angiotensin-converting enzyme inhibition effect on, in heart 
failure in human) 
IT Blood plasma 

(atriopeptin of, in heart failure in human, 
angiotensin-converting enzyme inhibition effect on) 
IT Heart, disease or disorder 

(failure, atriopeptin of blood plasma in, of human, 
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IT 9015-82-1, Angiotensin-converting enzyme 
RL: BIOL (Biological study) 

(inhibition of, atriopeptin of blood plasma response to, in 
heart failure in human) 
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Angiotensin II 85637-73-6, Atrial natriuretic peptide 
RL: BIOL (Biological study) 

(of blood plasma, in heart failure in human, 
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English 

1-0 (Pharmacology) 

A review, with 113 refs., on the Pharmacol, of ramipril as an 
angiotensin-converting enzyme inhibitor and of the therapy of hypertension 
and congestive heart failure with ramipril. 
review ramipril Pharmacol cardiovascular disorder 
Hypertension 

(therapy of, with ramipril, in humans and lab. animals) 
Heart, disease or disorder 

(failure, therapy of, with ramipril, in humans and 
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RL: BIOL (Biological study) 
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